The histology of epithelium-free areas in the subcapsular region of the thymus was studied in Wistar rats. Lymphocytes in these areas were CD4/CD8 double-positive, TCR Serial sections showed that epithelium-free areas run from the subcapsular area to deep in the cortex, and often border the medulla. This opens the opportunity for immature lymphocytes to move into the medulla and corticomedullary zone without contacting and potential selection with cortical stromal elements other than macrophages in the epithelium-free areas. In this case, the epithelium-free areas may offer a separate intrathymic pathway for T lymphocytes.
INTRODUCTION
The thymus harbors various compartments or microenvironments, based on lymphoid-and nonlymphoid-cell characteristics. Among these are areas devoid of stromal elements. Adjacent to the capsule and septa of the thymus, areas can be discerned where there are no epithelial cells. These so-called epithelium-free areas (EFA) show an abundance of lymphocytes (rat: Duijvestijn et al. 1982; mouse: Van Ewijk, 1984; Godfrey et al., 1990; man: epithelium-free areas in the inner cortex; Von Gaudecker, 1986) . The occurrence and extent of these EFA varies between strains of rats. In the thymus of WAG/Rij rats, such areas have not been observed, whereas in diabetes-prone (DP) and diabetes-resistant (DR) BB rats, they *Corresponding author. Present address: National Institute of Public Health and Environmental Protection, P.O. Box 1, 3720 BA Bilthoven, The Netherlands. make up 5% and 3% of the thymic volume, respectively (Rozing et al., 1989) . The thymus of BB rats also showed EFA in the medulla and in the corticomedullary region (CMR). Medullary EFA were also found immediately after and during recovery from Cyclosporin treatment (Schuurman et al., 1990 (Christensen, 1952; Kendall, 1989 (Kuper et al., in press). Instead, perivascular spaces, especially in the CMR, were more prominent. A (transient) increase in PVS volume has also been demonstrated in the human thymus (Steinman, 1986) .
The characteristics of EFA were not clearly defined, and their function, if there is any, is unknown. They may be reservoirs for lymphocytes (Van Ewijk, 1984) or proliferation sites of lymphocytes (Duijvestijn et al., 1982; Godfrey et al., 1990 (Milicevic et al., 1987; Milicevic and Milicevic, 1989) , might be precursors of tingible body macrophages (TBM), because they sometimes contain nuclear debris. Aggregates of the CMR macro- 
Enzyme-Histochemistry
Acid phosphatase activity was demonstrated according to Burstone (Pearse, 1968) with naphthol AS-BI phosphate (Sigma) as the substrate.
The incubation time was 30-60 min at 37C. The substrate for the demonstration of nonspecific esterase was alpha-naphthyl acetate (Sigma; Pearse, 1972 (Received August 11, 1992) (Accepted October 21, 1992) 
